Bladder cancer (BCa) is the second most common genitourinary malignancy with 81,190 estimated new diagnosis in the 2018 in the United States only (1) . Radical cystectomy (RC) with bilateral pelvic node dissection (PLND) represents the gold standard for very recurrent high risk non-muscle invasive tumors and for muscle invasive BCa (2) . However, despite surgery, up to 50% of patients experience disease recurrence and succumb from their disease (3, 4) . To improve these poor survival expectations, neoadjuvant chemotherapy (NAC) has been proved by level one evidences (5, 6) to improve overall survival of 8% at 5 years in cT2-T4a N0 M0 BCa patients. However, the non-negligible toxicity rate [grade 3 and 4 reported in 35% and 37% of patients, respectively (5)] and other elements such as patient characteristics and surgeons' preferences limit the widespread of NAC, that, despite an increasing trends with a peak of 20.9% in 2010 for patients potentially eligible (7), remains underused. To increase this unsatisfactory appliance rate, several authors tried to build preoperative models to help clinicians to identify the best responders to NAC in an effort to reduce unnecessary complications and to maximize the survival benefit (8) . Specifically, patients diagnosed with locally advanced disease (clinical stage ≥T3) are those who had the greater survival advantage after NAC treatment and are those who might benefit more from NAC (9, 10) . This effect might be related to the higher tendency of locally advance BCa to metastasize with evident or occult lymph node metastases. On the other hand, the poor performance characteristics of cross sectional imaging (11) represents a huge limitation in defining the presence of clinical node metastases prior to RC and at the time only an extended and well executed PLND can adequately assess the presence of node metastases (12) .
In this regard, Cha et al. (13) analyzed an unmet question, trying to describe the survival outcomes of patients with occult lymph node metastases treated with NAC by comparing them to patients treated without NAC and with subsequent adjuvant chemotherapy for pN1 disease. The study population was represented by 198 patients treated with RC and PLND between 2000 and 2010 due to cN0M0 BCa who were found with node metastases at the pathological evaluation after surgery. The authors compared the effect of NAC (N=32) versus the effect of adjuvant chemotherapy (N=49) in this subgroup of patients (pN1). They observed that pN1 patients previously treated with NAC have poor prognosis, significantly worse compared to those who were treated with adjuvant chemotherapy only.
Several considerations can be extrapolated from these results. First, it has to be taken into account the selection bias introduced in this retrospective analysis. In fact, although the patients with node metastases treated with adjuvant chemotherapy represent a homogeneous group, those who experienced node metastases after NAC are a selection of the poor responders among the group of patients who were treated with NAC despite having occult lymph node metastases. Considering this aspect, it is not surprising to observe that the subgroup who represents the selection of patients with the worse characteristics (NAC patients) have worse survival when compared to a homogeneous population group (adjuvant chemotherapy patients). Second, the poor performance characteristics of the preoperative cross-sectional imaging in detecting node metastases might have influenced the selection of the two study groups. Third, the decision of performing NAC or adjuvant chemotherapy were not taken randomly but represented direct consequences of patients and tumor characteristics as well as surgeon decisions.
However, the authors of the manuscript have to be commended to present in their manuscript an understudied population, reporting the poor survival expectancies of cN0M0 ypN+ patients (three-year recurrence free survival rate: 26%). These results highlight the need of new and more aggressive therapeutic strategies for these patients. Recently, Seisen et al. (14) reported data of patients treated with NAC and RC between 2006 and 2012 from the National Cancer Data Base, observing in pT3/T4 and or pN+ an improved survival outcome for those patients treated with adjuvant chemotherapy versus observation. As highlighted by Cha et al. (13) , other therapeutic strategies are presently under evaluation, such as neoadjuvant pembrolizumab (15) or adjuvant nivolumab and atezolizumab that might increase survival especially in these subgroups of patients (affected by aggressive disease and poor cisplatin response).
Understanding the aggressiveness of the disease and the sensitivity to the cisplatin based chemotherapies represents an important issue of the BCa research and preliminary data showed the possibility to divide on the bases of molecular subtype the BCa to predict the response of cisplatin based chemotherapy (16, 17) . While awaiting these parameters to be validated in clinical practice, preoperative factors who might help to identify patients who might not respond to cisplatin or affected to particularly aggressive BCa disease are urgently needed. In this context, the presence of histological variants [although with some limitations TUR specimen (18) ] might help physicians to individuate those patients at major risk of harboring node metastases and those who might not respond adequately to cisplatin based chemotherapy.
